Melanoma metastasizes to the skin in about 10-17% of patients. Although there are reports of metastatic melanoma masquerading as panniculitis and erysipelas, it is very uncommon for it to present as an inflammatory skin lesion. When malignant melanoma cells invade the superficial dermal lymphatic vessels it can result in erythema, edema and induration of the overlying skin. This presentation can be problematic for clinicians if they do not suspect melanoma and choose not to biopsy the lesion. We report a case of an elderly man with a history of invasive melanoma who presented with a furuncle-like lesion that was found to be in-transit metastatic melanoma.
INTRODUCTION
Melanoma metastasizes to the skin in about 10-17% of patients. Although there are reports of metastatic melanoma masquerading as panniculitis and erysipelas, it is very uncommon for it to present as an inflammatory skin lesion. When melanoma cells invade the superficial dermal lymphatic vessels, they can cause erythema, edema and induration of the overlying skin. This presentation can be problematic for the clinician as a melanocytic neoplasm is rarely suspected. We report a case of an elderly man with a history of invasive melanoma who presented with a furuncle-like lesion that was found to be in-transit metastatic melanoma (ITM).
CASE REPORT
A 66 year-old Caucasian man presented with a 'boil' on his left leg. The spot had been present for about three months but was getting larger and painful 2-3 weeks prior to presentation. The patient denied any drainage, fevers, chills, or night sweats. His past medical history includes five primary melanomas, dysplastic nevi and multiple basal cell carcinomas. Of the five primary melanomas, three sites were invasive on the right chest, mid back and left calf, and the remaining sites were in situ on the left shoulder and left upper back. All of the melanomas had been excised prior to presentation. The invasive pT4b melanoma on the right chest was excised in June 2012 with wide local excision (unknown margins but histologically negative), and two sentinel lymph node biopsies (SLNB) taken from the right and left axillae were both negative for melanoma. The concerning spot on his left calf was close to a scar from an excised pT3b melanoma (stage IIB) that was ulcerated and had a depth of 3.8 mm and 12 mitotic figures. The leg melanoma was excised in August 2013 with a wide local excision (unknown margins but histologically negative), and two SLNB's were also taken from the left groin which were both negative for melanoma.
Examination of the left calf revealed a 2 cm round, fluctuant, tender, erythematous nodule without a central punctum located 4 cm from a large atrophic scar corresponding to the site of the prior excision (Fig. 1) . There was no lymphadenopathy.
We used a 4 mm punch biopsy to make an incision and sent tissue for routine histology. The remaining purulent material was drained and cultured. Both gram stain and bacterial culture were negative. Histologic evaluation showed numerous atypical melanocytes that stained positive for S100 and HMB45, consistent with metastatic melanoma (Figs. 2 and 3 ).
Based on the diagnosis of in transit metastasis, the patient was upstaged to IIIC melanoma (T3bN2cM0). He was subsequently referred to medical oncology for further work up. Genetic testing of his melanoma revealed a BRAF wild-type, and a full body PET/ CT scan detected bilateral pulmonary nodules, the largest of which was 1.1 cm located in the left upper lobe. The patient was subsequently started on the Bristol-Myers Squibb Early Patient Access protocol consisting of combination therapy with ipilimumab and novilumab. A restaging CT scan after cycle 4 demonstrated complete resolution of the pulmonary nodules. He was then continued on novilumab monotherapy for a total of 22 cycles. His treatment course was complicated by a variety of events including hypophysitis with adrenal insufficiency, transaminitis, sepsis and a defibrillator malfunction. Despite these setbacks, he was able to complete his immunotherapy regimen. Eighteen months after our discovery of the ITM, he is off treatment and his most recent restaging CT scans were negative.
DISCUSSION
Melanoma can be highly aggressive and metastasize to many organs including the gastrointestinal tract, liver, spleen, bone and brain. Prognosis is typically poor for patients with metastatic melanoma, but factors such as site of the first metastasis, number of metastatic sites and duration of remission variably affect prognosis [1] . Distant and visceral metastases have a worse prognosis than local soft tissue spread. Local soft tissue metastasis can be further categorized as satellite or in transit. Satellite metastases are located more than 0.05 mm but less than 20 mm from the primary lesion. In transit metastases or ITM's are located more than 20 mm from the primary lesion but not past the local lymph node basin [2] . Hence, our case illustrates an atypical presentation of ITM.
Although this specific presentation has yet to be described, several authors have documented unusual manifestations of ITM's. Shekhel et al described a case of ITM masquerading as lymphangietasis [3] . Similar to our case, the patient had a history of high risk melanoma in his lower extremity, and it was in this same leg where he developed his lymphangiectasis-like lesions. While ITM's can occur anywhere on the body, they have been noted to occur more frequently when the primary melanoma involves the lower extremity (19%) as opposed to other sites such as the head and neck (5%), trunk (9%), and upper extremity (8%) [4] . Also, ITMs on the extremities are associated with a better prognosis than ITMs on other sites [5] . Another unique presentation of ITM involved a 73-yearold female with a history of melanoma on her right achilles tendon who presented with a non-fluctuant erythematous plaque on her right anterior leg that clinically appeared to be panniculitis or cellulitis [6] . Once the lesion was biopsied and diagnosed as an ITM, she underwent a lymph node dissection of her groin that was also positive for melanoma. However, subsequent CT and PET scans of her chest, abdomen and pelvis were negative for any additional signs of metastatic disease, and the patient remained clinically stable without any additional symptoms.
Carcinoma erysipeloides or inflammatory carcinoma, is a condition in which an inflammatory response is triggered when malignant cells metastasize to superficial dermal lymphatic vessels resulting in erythematous plaques that resemble erysipelas. Although this phenomenon is most commonly seen in breast cancer, there are a handful of cases in which metastatic melanoma was the culprit [6] [7] [8] [9] [10] . One case involved an 87-year-old woman with a history of metastatic melanoma to the axillary lymph node who presented with inflammatory skin changes on her breasts. Her primary site of melanoma was unknown. The patient had tender, indurated, erythematous plaques involving both breasts without any underlying mass. Chest X-ray, mammogram and CT head were all unremarkable. A chest CT revealed enlarged axillary lymph nodes. A skin biopsy confirmed the diagnosis of inflammatory metastatic melanoma. In light of the patient's age and the extent of the area involved, no treatment was done per the family's request. At one month follow up, the patient remained asymptomatic and clinically stable [11] . Importantly, our patient had a negative SLNB at the time of the melanoma diagnosis on his calf. In patients with no clinical signs of nodal disease, the SLNB will detect nodal metastasis in 15-22% of cases [12] . The rate of ITM or local recurrence in patients with negative SLNB is reported around 4.8% [13] . While a negative SLNB is a good prognostic indicator, other factors such as primary tumor thickness and ulceration must be considered. Patients with negative SLNB and ulcerated primary tumor or increased Breslow thickness are at higher risk for in transit and distant recurrence as demonstrated in our patient [12, 13] .
Due to the paucity of case reports involving inflammatory metastatic melanoma, it would be premature to definitively comment on the prognostic implications of this rare presentation. However, it would be reasonable to assume this presentation is likely a poor prognostic indicator [11] . It is known for instance that inflammatory breast carcinoma portends a worse prognosis than other presentations of breast cancer, so inflammatory ITM may also follow similar suit. The few documented cases of inflammatory melanoma have occurred in the setting of fairly advanced disease. However, this could merely reflect the fact that authors are more likely to write case reports about metastatic melanoma rather than cases involving primary cutaneous disease. The prognosis of in-transit metastasis, regardless of inflammation, is considerably worse than local recurrence and is therefore classified as either stage IIIB or IIIC depending on lymph node involvement [14] . The 5 year survival rate for ITM has been reported to be 60.1% for skin metastasis only and 36.3% for skin and regional lymph node metastasis [15] . Despite the limitations, this case reinforces the importance of maintaining a strong degree of suspicion of inflammatory lesions located in the vicinity of high risk melanomas. We recommend practitioners to have a low threshold in biopsying such lesions.
